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C NMR)). High resolution mass spectra were recorded by using an Agilent Technologies 6540 UHD Accurate-Mass Q-TOF LC/MS spectrometer by using AJ-ESI ionization. Single crystal X-ray diffraction data was collected at 123 K on Rigaku Compact HomeLab diffractometer, equipped with a Saturn 944 HG CCD detector and Oxford Cryostream cooling system using monochromatic Cu-Kα radiation (1.54178 Å) from a MicroMax TM -003 sealed tube microfocus X-ray source. Optical rotations were obtained using an Anton Paar GWB Polarimeter MCP 500. Infrared absorption frequencies in wavenumbers are listed, with the relative strength in parentheses (w = weak, m = medium, s = strong, br = broad). Precoated silica gel 60 F254 plates from Merck were used for TLC, whereas for column chromatography silica gel Kieselgel 40-63 μm was used. The measured melting points are uncorrected. Purchased chemicals and solvents were used as received. DCM was distilled over phosphorous pentoxide and MeOH was dried by distillation over sodium metal. Petroleum ether (PE) has a boiling point of 40-60°C. The reactions were performed without additional moisture elimination unless stated otherwise.
Imidazole-1-sulfonyl Azide Hydrochloride (Cas No. 952234-36-5)
The azidating agent was prepared starting from imidazole, following the literature procedures, 1 as colourless crystals (9.85 g, 75% yield).
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1-(iodoethynyl)-3,5-bis(trifluoromethyl)benzene (Cas No. 1246224-46-3)
The alkyne was prepared starting from 3,5-bis(trifluoromethyl)bromobenzene, following the literature procedures, 3 as an orange oil (0.854 g, in 87% total yield). 1 H NMR (400 MHz, CDCl3) δ 7.87 (bs, 2H), 7.81 (bs, 1H). 
Synthesis of 1,3-bis(iodoethynyl)benzene (Cas No. 1396817-65-4)
The alkyne was prepared starting from 1,3-diiodobenzene, following the literature procedures, 4 as a yellow solid (0.242 g, in 84% total yield). 
Synthesis of 2-((1R,2R)-2-aminocyclohexyl)isoindoline-1,3-dione (Cas No. 438588-60-4)
The monoprotected diamine was prepared starting from the (1R,2R)-cyclohexane-1,2-diamine L-tartaric salt, following the literature procedures, 5 as a grey solid (0.95 g, in 33 % total yield). 2-((1R,2R)-2-aminocyclohexyl)isoindoline-1,3-dione (0.350 g, 1.43 mmol) was dissolved in CH2Cl2 (9 mL), triethylamine (0.195 mL, 1.40 mmol) and acetyl chloride (0.100 mL, 1.41 mmol) were added and the reaction mixture was stirred at r.t. for 2 hours. The reaction mixture was diluted with CH2Cl2 (10 mL), after which water (9 mL) was added and the phases separated. The aqueous layer was extracted additionally with CH2Cl2 (3 x 10 mL) and the combined organic phases were dried over Na2SO4. Filtration and removal of the solvent under reduced pressure provided the product as a colourless solid (0.38 g, 1.33 mmol, 93% yield). 
N-((1R,2R)-2-aminocyclohexyl)acetamide (Cas No. 320778-89-0)
26 mmol) was dissolved in ethanol (3 mL) and hydrazine monohydrate (0.155 mL, approximately 64% w/w) was added. The reaction mixture was refluxed for 3 hours during which a white precipitate formed. After cooling to r.t. diethyl ether (6 mL) was added, then the suspension was filtered and washed with diethyl ether (20 mL). The filtrate was concentrated under reduced pressure and the crude product was purified by column chromatography on silica gel (starting from 2% MeOH/NH3 in CH2Cl2) to provide the product, after removal of solvent under reduced pressure, as a colourless solid (0.107 g, 0.68 mmol, 54% yield).
Mp 117-120 °C. 2-((1R,2R)-2-aminocyclohexyl)isoindoline-1,3-dione (0.300 g, 1.23 mmol) was dissolved in CH2Cl2 (6 mL), triethylamine (0.172 mL, 1.23 mmol) and benzyl chloride (0.143 mL, 1.23 mmol) were added and the reaction mixture was stirred at r.t. for 3 hours. The reaction mixture was diluted with CH2Cl2 (10 mL), after which water (10 mL) was added and the phases separated. The aqueous layer was extracted additionally with CH2Cl2 (3 x 10 mL) and the combined organic phases were dried over MgSO4. Filtration and removal of the solvent under reduced pressure provided the product as a colourless solid (0.408 g, 1.17 mmol, 95% yield). 
N-((1R,2R)-2-aminocyclohexyl)benzamide (Cas No. 151434-96-7)
17 mmol) was dissolved in ethanol (10 mL) and hydrazine monohydrate (0.146 mL, approximately 64% w/w) was added. The reaction mixture was refluxed for 3 hours and an additional amount of hydrazine monohydrate (0.075 mL, approximately 64 w%) was added. The reaction mixture was refluxed additionally for 5 hours during which a white precipitate formed. After cooling to r.t. the suspension was filtered and washed with diethyl ether (20 mL). The filtrate was concentrated under reduced pressure and the crude product was purified by column chromatography on silica gel (starting from 2% MeOH/NH3 in CH2Cl2) to provide the product, after removal of solvent under reduced pressure, as a colourless solid (0.207 g, 0.948 mmol, 81% yield).
Mp 169-173 °C. 19 mmol) and CuSO4 x 5H2O (0.007 mg, 0.028 mmol) in MeOH (6 mL). Imidazole-1-sulfonyl azide hydrochloride (0.24 g, 1.15 mmol) was added and the mixture stirred at r.t. for 3 hours. The solvent was removed under reduced pressure, then the solid was dissolved in H2O (10 mL), acidified with HCl (20 mL, 1 M) and extracted with CH2Cl2 (3 × 10 mL). The combined organic layers were dried over Na2SO4, filtered and concentrated. The crude product was purified by column chromatography on silica gel (starting from 3% MeOH/NH3 in CH2Cl2) to provide the product, after removal of solvent under reduced pressure, as a colourless solid (0.227 g, 0.929 mmol, 98% yield). 
N-((1R,2R)-2-(1,3-dioxoisoindolin-2-yl)cyclohexyl)pivalamide
2-((1R,2R)-2-aminocyclohexyl)isoindoline-1,3-dione (0.30 g, 1.23 mmol) was dissolved in CH2Cl2 (8 mL), triethylamine (0.17 mL, 1.23 mmol) and pivaloyl chloride (0.15 mL, 1.23 mmol) were added and the reaction mixture was stirred at r.t. for 3 hours. The reaction mixture was diluted with CH2Cl2 (10 mL), after which water (10 mL) was added and the phases separated. The aqueous layer was extracted additionally with CH2Cl2 (3 x 10 mL) and the combined organic phases were dried over Na2SO4. Filtration and removal of the solvent under reduced pressure provided the product as a colourless solid (0.32 g, 0.974 mmol, 79% yield). 
was dissolved in ethanol (3 mL) and hydrazine monohydrate (0.120 mL, approximately 64% w/w) was added. The reaction mixture was refluxed for 8 hours during which a white precipitate formed. After cooling to r.t. diethyl ether (6 mL) was added, then the suspension was filtered and washed with diethyl ether (20 mL). The filtrate was concentrated under reduced pressure and the crude product was purified by column chromatography on silica gel (starting from 2% MeOH/NH3 in CH2Cl2) to provide the product, after removal of solvent under reduced pressure, as a yellow oil (0.174 g, 0.877 mmol, 90% yield). 
N-((1R,2R)-2-azidocyclohexyl)pivalamide
N-((1R,2R)-2-aminocyclohexyl)pivalamide (0.174 g, 0.877 mmol) was dissolved in a suspension of K2CO3 (0.15 g, 1.10 mmol) and CuSO4 x 5H2O (0.007 mg, 0.028 mmol) in MeOH (4 mL). Imidazole-1-sulfonyl azide hydrochloride (0.22 g, 1.05 mmol) was added and the mixture stirred at r.t. overnight. The solvent was removed under reduced pressure, then the solid was dissolved in H2O (10 mL), acidified with HCl (20 mL, 1 M) and extracted with CH2Cl2 (4 × 10 mL). The combined organic layers were dried over MgSO4, filtered and concentrated. The crude product was purified by column chromatography on silica gel (starting from 0% MeOH/NH3 in CH2Cl2) to provide the product after removal of solvent under reduced pressure as a colourless solid (0.189 g, 0.842 mmol, 96% yield). 13 mmol) was added and the mixture stirred at r.t. for 2 hours. The solvent was removed under reduced pressure, then the solid was dissolved in H2O (5 mL), acidified with HCl (10 mL, 1 M) and extracted with CH2Cl2 (3 × 10 mL). The combined organic layers were dried over Na2SO4, filtered and concentrated. The crude product was purified by column chromatography on silica gel (starting from 5% EtOAc in petroleum ether) to provide the product, after removal of solvent under reduced pressure, as a colourless solid (0.172 g, 0.719 mmol, 77% yield). 
Synthesis of tert-butyl (S)-2-(azidomethyl)pyrrolidine-1-carboxylate (Cas No. 168049-26-1)
The N-Boc protected azide was prepared starting from N-Boc-(S)-prolinol, following the literature procedure, 6 as a yellow oil (1.984 g, in 70 % total yield).
[ 
(1S,2S,4R)-2-azido-1-isopropyl-4-methylcyclohexane (Cas No. 107535-12-6)
The azide was prepared starting from (-)-menthol, following the literature procedure, 7 as a colourless oil (1.19 g, 51% yield). 
Synthesis of N-((1S,2S)-2-azido-2,3-dihydro-1H-inden-1-yl)-2,2,2-trifluoroacetamide
2,2,2-trifluoro-N-((1S,2R)-2-hydroxy-2,3-dihydro-1H-inden-1-yl)acetamide (Cas No. 1867509-77-0)
cis-(1S,2R)-1-amino-2-indanol (0.180 g, 1.21 mmol) was dissolved in CH2Cl2 (6 mL), triethylamine (0.673 mL, 4.84 mmol) and DMAP (0.015 g, 0.121 mmol) were added under argon atmosphere. The reaction mixture was cooled to 0 °C and trifluoroacetic anhydride (0.168 mL, 1.21 mmol) was added dropwise. Then allowed to warm and stirred at r.t. for 2 hours. The reaction mixture was diluted with CH2Cl2 (10 mL), after which an aqueous solution of saturated NaHCO3 (10 mL) was added and the phases separated. The aqueous phase was extracted additionally with CH2Cl2 (4 x 10 mL) and the combined organic phases were dried over Na2SO4. Filtration and removal of the solvent under reduced pressure provided the crude product which was purified by column chromatography on silica gel (starting from 20% of EtOAc in petroleum ether) to provide the product as colourless crystals (0.274 g, 1.12 mmol, 93% yield). 
(1S,2R)-1-(2,2,2-trifluoroacetamido)-2,3-dihydro-1H-inden-2-yl methanesulfonate
Acetamide (0.266 g, 1.09 mmol) and triethylamine (0.453 mL, 3.26 mmol) were dissolved in CH2Cl2 (8 mL) under argon atmosphere, then the reaction mixture was cooled to 0 °C. Methanesulfonyl chloride (0.127 mL, 1.63 mmol) was added dropwise and the reaction mixture was allowed to warm up to r.t. and stirred for 2 hours. The reaction mixture was diluted with CH2Cl2 (10 mL), after which water (10 mL) was added and the phases separated. The aqueous phase was extracted additionally with CH2Cl2 (3 x 10 mL) and the combined organic phases were dried over Na2SO4. Filtration and removal of the solvent under reduced pressure provided the crude product which was purified by column chromatography on silica gel (starting from 2% of EtOAc in CH2Cl2) to provide the product as a white solid (0.343 g, 1.06 mmol, 98% yield). 
HRMS (ESI): m/z [M+H]
+ calcd for C12H13F3NO4S: 324.0512; found 324.0525.
N-((1S,2S)-2-azido-2,3-dihydro-1H-inden-1-yl)-2,2,2-trifluoroacetamide
Mesylate (0.340 g, 1.05 mmol) was dissolved in DMF (3 mL) and sodium azide (0.104 g, 1.59 mmol) was added. The reaction mixture was stirred at 100 °C overnight. After cooling to r.t., water (6 mL) was added, the aqueous layer was extracted with EtOAc (4 x 10 mL) and dried over Na2SO4. The crude product was filtrated, concentrated and purified by column chromatography on silica gel (starting from 10% of EtOAc in petroleum ether) to provide the product as colourless crystals (0.245 g, 0.907 mmol, 86% yield). 
HRMS (ESI): m/z [M-N2+H]
+ calcd for C11H10F3N2O: 243.0740; found 243.0737.
Synthesis of 1-(2-(((1R,2R)-1-amino-2,3-dihydro-1H-inden-2-yl)oxy)-5-(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)urea 12
The urea 12 was prepared following the literature procedure. 
tert-butyl ((1R,2R)-2-hydroxy-2,3-dihydro-1H-inden-1-yl)carbamate (Cas No. 766556-66-5)
Following the literature procedure the carbamate was obtained as a colourless solid (8.14 g, 32.9 mmol, 97%). 
tert-butyl ((1R,2R)-2-(2-nitro-4-(trifluoromethyl)phenoxy)-2,3-dihydro-1H-inden-1-yl)carbamate (Cas No. 1402743-80-9)
The compound was obtained as an off-white solid (15.1 g), which was used subsequently in the next reaction step. ((1R,2R)-2-(2-amino-4-(trifluoromethyl)phenoxy)-2,3-dihydro-1H-inden-1-yl) ((1R,2R)-1-amino-2,3-dihydro-1H-inden-2-yl)oxy)-5-(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)urea 12 (Cas No. 1402743-82-1) A solution of compound 11 (6.98 g, 17.1 mmol) in THF (21 mL) was cooled to 0 °C and 3,5-bis(trifluoromethylphenyl) isocyanate (4.57 g, 17.9 mmol) was added dropwise. The reaction mixture was allowed to warm up to r.t. and stirred for 2.5 h. Then the reaction mixture was cooled to 0 °C, TFA (34 mL, 444 mmol) was added and stirred for 16 hours at r.t. The reaction mixture was concentrated, a saturated solution of NaHCO3 (170 mL) was added and extracted with CH2Cl2 (4 × 100 mL). The combined organic layers were dried over Na2SO4, filtered and the solvent was removed in vacuo. The crude solid product was triturated with CHCl3 and hexane, filtered and washed with hexane to give the urea 13 (8.85 g, 15.7 mmol, 92 %) as an off-white solid. Figure S14. 13 C NMR spectrum of (1S,2S,4R)-2-azido-1-isopropyl-4-methylcyclohexane (CDCl3, 101 MHz).
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Figure S15. 
H NMR spectrum of N-((1S,2S)-2-azido-2,3-dihydro-1H-inden-1-yl)-2,2,2-trifluoroacetamide (CDCl3, 400 MHz).
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III) Crystallographic details
Single crystal X-ray diffraction data was collected at 123 K on Rigaku Compact HomeLab diffractometer, equipped with a Saturn 944 HG CCD detector and Oxford Cryostream cooling system using monochromatic Cu-Kα radiation (1.54178Å) from a MicroMax TM -003 sealed tube microfocus X-ray source. The strategy of data collections was calculated using Rigaku CollectionStrategy. 9 Data was collected with ω-scans. CrysAlisPro 10 was used for data reduction and empirical absorption correction using spherical harmonics implemented in SCALE3 ABSPACK scaling algorithm. 11 The structures were solved using SHELXT 12 and refined by full-matrix leastsquares method against F 2 with SHELXL-2014 13 through OLEX2 14 program package. All non-hydrogen atoms were refined with anisotropic atomic displacement parameters. Hydrogen atoms attached to carbon atoms were treated as riding atoms, using isotropic displacement parameters Uiso(H) = 1.2Uiso(C) for CH and CH2; Uiso(H) = 1.5Uiso(C) for CH3. The hydrogen atom of the amide group of 4b-OTf was refined freely. The figures were drawn using the programs Mercury CSD 3.8 15 and POV-Ray 3.7. 16 The crystallographic data is deposited with the Cambridge Crystallographic Data Centre (CCDC 1885328-1885329) and can be obtained free of charge from The Cambridge Crystallographic Data Centre via www.ccdc.cam.ac.uk/data_request/cif.
Crystallographic details for 4b-OTf (CCDC 1885328)
Single crystals were obtained by slow cooling of a saturated solution of 4b-OTf in dichloromethane. The crystals were uniform, small colorless blocks. 
Crystallographic details for 8 (CCDC 1885329)
Single crystals were obtained by slow evaporation of a solution of 8 in a 1:1 mixture of CCl4 and CHCl3. The crystals were small colorless blocks. Compound 8 crystallized with two moieties in the asymmetric unit and eight molecules in the unit cell. The crystal exhibited twinning by pseudo-merohedry. The twin law (−100 001 010), a four-fold rotation around the crystallographic a-axis plus a two-fold rotation around the b-axis, was found using the TwinRotMat tool of PLATON 17 and applied in the refinement. The fraction of the minor twin component refined to 0.159(3). The disordered trifluoromethyl groups were refined with two disorder components per site. The s.o.f. of the relative occupancies were refined freely, resulting in 0.35(4)/0.65(4) and 0.20(7)/0.80(7) for the two disordered CF3 groups. The geometry of the disordered CF3 groups was restrained (SADI, SIMU). Further RIGU restrains were applied to the anisotropic displacement parameters of the structure. 
